Abstract: Tomkins et al. (Reports, 14 May 2010, p. 892) reported a strong negative correlation between breeding values and mutational load in cow-pea weevils. Here, I show that this result can be attributed to a statistical artifact. By testing the observed correlation against an incorrect null hypothesis, they find a negative correlation where one does not exist.
A correlation between additive genetic breeding values and mutational load is to be expected if genetic variation in traits closely related to fitness is largely the result of partially recessive, deleterious mutations (1-3). Estimating this correlation requires knowledge of an individual's breeding value, as well as its mutational load. Predicting breeding values is relatively straightforward when pedigree data is available (1, 4), but estimating variation in mutational load among individuals or families, is less so (5, 6) .
Using an elegant experimental setup, Tomkins et al. with larger values of the predicted, simply because more minus anything returns a larger number than less minus anything", and this would result in a non-zero correlation between p -o and p. Although correct for two series of random numbers (Fig. 1C) , as outline above, p and o are not independent, even under the null hypothesis. Hence, we cannot treat o as a random number. While at first glance it may appear that by correlating p -o and p we are correlating p with p minus 'something', by subtracting o from p, we are in fact removing the dependence between the two. So, if the null hypothesis is true, the correlation between p and p -o really is zero (Fig. 1D) (Fig. 2) . However, if the latter is significantly greater than zero, whereas the former is close to zero, this 'corrected' correlation will be significantly negative. Indeed, whereas Tomkins et al. Table S1 ).
The idea of a negative correlation between additive genetic breeding values and mutational loads is appealing, as it provides an answer to the enigmatic question of how genetic variation is maintained in the face of selection (13). Using the correct null hypothesis, the study by Tomkins et al. suggests that this correlation is very weak at most. However, more work is required to establish the statistical power provided by their experimental design, and whether the correlation between p -o and p provides an unbiased estimate of the genetic correlation between mutational loads and breeding values for fitness. 11. 
